Introduction
Reactome is open-source, open access, manually curated and peer-reviewed pathway database. Pathway annotations are authored by expert biologists, in collaboration with Reactome editorial staff and crossreferenced to many bioinformatics databases. A system of evidence tracking ensures that all assertions are backed up by the primary literature. Reactome is used by clinicians, geneticists, genomics researchers, and molecular biologists to interpret the results of high-throughput experimental studies, by bioinformaticians seeking to develop novel algorithms for mining knowledge from genomic studies, and by systems biologists building predictive models of normal and disease variant pathways.
The development of Reactome is supported by grants from the US National Institutes of Health (P41 HG003751), University of Toronto (CFREF Medicine by Design), European Union (EU STRP, EMI-CD), and the European Molecular Biology Laboratory (EBI Industry program).
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Carstens, RP., Wagner, EJ., Garcia-Blanco, MA. (2000) . An intronic splicing silencer causes skipping of the IIIb exon of fibroblast growth factor receptor 2 through involvement of polypyrimidine tract binding protein. Mol. Cell. Biol., 20, 7388-400. ↗ Gil, A., Sharp, PA., Jamison, SF., Garcia-Blanco, MA. (1991) . Characterization of cDNAs encoding the polypyrimidine tract-binding protein. Genes Dev., 5, 1224 -36. ↗ Del Gatto-Konczak, F., Olive, M., Gesnel, MC., Breathnach, R. (1999 . hnRNP A1 recruited to an exon in vivo can function as an exon splicing silencer. Mol. Cell. Biol., 19, 251-60. ↗ Del Gatto, F., Plet, A., Gesnel, MC., Fort, C., Breathnach, R. (1997) . Multiple interdependent sequence elements control splicing of a fibroblast growth factor receptor 2 alternative exon. , 2006) . These include the ISAR and ISE/ISS elements 1-3 in the region between exon 8 and exon 9 of the pre-mRNA. ESRP1 and ESRP2 are RNA-binding mRNA splicing factors that promote epithelial-specific IIIb splicing by binding to the ISE/ISS-3 sequence . A complex of RBFOX2, hnRNPH1 and hnRNPF may cooperate with the ESRP proteins to stimulate IIIb-specific splicing by binding to adjacent exonic GGG motifs Mauger et al, 2008) . This RB-FOX2-hnRNP complex appears to compete with the IIIc-promoting trans-acting factor ASF/SF2 for binding to these exonic sites (Mauger et al, 2008) . Other factors that appear to contribute to IIIb-specific splicing include hnRNPM, TIA1 and TIAL1, although their precise roles remain to be elucidated (Hovhannisyan and Carstens, 2007; Del Gatto-Konczak et al, 2000; Newman et al, 2006) .
Muh, SJ., Hovhannisyan, RH., Carstens, RP. (2002) . A Non-sequence-specific double-stranded RNA structural element regulates splicing of two mutually exclusive exons of fibroblast growth factor receptor 2 (FGFR2 In epithelial cells, FGFR2 IIIb-specific alternative splicing is favoured by the binding of ESRP1 and 2, RB-FOX2, TIA1 and TIAL1 to the nascent transcript. These proteins, in conjunction with other splicing factors, activate exon IIIb-specific splicing and repress exon IIIc-specific splicing Mauger et al, 2008; Hovhannisyan and Carstens, 2007; Del Gatto et al, 2000) .
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